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BACKGROUND PHASE 1/2 STUDY DESIGN®

+ Bromodomain-containing protein 9 (BRD9) belongs to the non-canonical SWI/SNF + Open-label, multicenter, Phase 1/2 clinical trial with dose escalation and expansion phases”
complex and is essential to the proliferation of SMARCB1-perturbed cancers??2 Figu re 1: Mechanism of Action for CFT86345 - Dose escalation phase, beginning with a starting oral dose of 2 mg daily, follows a Bayesian
+ SMARCB1-perturbed cancers include synovial sarcoma, defined logistic regression model until determination of the MTD and/or RP2D
by the SS18-SSX fusion, and SMARCB1-null tumors such as B - Escalation will enroll patients with synovial sarcoma and SMARCB1-null
o BRD9 E3 Li Polyubiquitinat BRD9 Protei )
eplthe“OId sarcoma?? ° Complex Asngrsnebly ° OfoBylnggu' e o Destroyer‘gtf)l; solid tumors (N = ~40)
+ Synovial sarcoma is a rare soft tissue malignancy comprising ~10% of all soft Prefsasorne + Enrichment cohort currently enrolling at 30 mg, additional enrichment cohorts may be added
tissue sarcomas?
* In the metastatic setting, therapeutic options are limited, and outcomes are poor P Fig ure 3: CFT8634-1101 Study Desig né
: ; R i ~60%4
with a median OS of 17.0 months and 1-year survival rate of ~60% |\ Phase 1: Dose Escalation
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CFT8634 BACKGROUND?®

+ CFT8634 is an orally bioavailable selective bifunctional degradation activating
compound, or BIDAC™ degrader of BRD9

+ CFT8634 was developed using C4 Therapeutics’ TORPEDO® platform

PHASE 2:
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Expansiont

Release of
CFT8634
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*CFT8634 is administered in 28-day cycles until disease progression or intolerable toxicity. TOnce the RP2D has been declared, expansion arms for synovial sarcoma and SMARCB1-null
tumors will begin enrollment.

KEY ELIGIBILITY CRITERIA® PHASE 1 STUDY
Amino acids EN DPO I NTS6

KEY INCLUSION CRITERIA

+ Mechanism of Action (Figure 1)
I. CFT8634 induces ternary complex formation with BRD9 and cereblon E3 ligase
(step 1)
ii. BRD9 is ubiquitinated and subsequently released for degradation in the
proteasome (steps 2-4)

+ CFT8634 leads to robust and dose-dependent degradation of BRD9 in in vitro and in .3? 0::.’:: 0:,':: - Must be 218 years of age, or 216 years old and weigh EDRLMARY El\iD]I?O:CNtT .
vivo models of SMARCB1-perturbed cancer, which translates to significant and S oges Q'Eg ol %o 250 kg with measurable disease per RECIST v1.1 toslsreastfimi ntof satety an
dqse-dependent anti-tumor activity in patient-derived preclinical xenograft models e for Degradation '.%{f.:.?’:.’. - Synovial sarcoma or SMARCB1-null tumors with unresectable or - Defining the RP2D/MTD
(Figures 2) metastgtic disease, following at least 1 prior line of standard-of-care SECONDARY

systemic therapy - Assessment of PK and
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PRE-CLINICAL DATA: IN VIVO IN PATIENT-DERIVED XENOGRAFTS (PDX)?> known to confer clinical benefi anti-tumor activity

Figure 2. Robust Efficacy Response Observed in Two PDX Models of Synovial Sarcoma®
Data cut off date: August 29, 2023
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RESULTS

SAFETY DATA PHARMACODYNAMICS?>
Figure 4: TEAEs and Related TEAEs by CTCAE Grade (>10%)>
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CONCLUSIONS

+ CFT8634 is an orally bioavailable selective bifunctional degrader of BRD9 that demonstrates dose-dependent anti-tumor activity in synovial + CFT8634 demonstrated a dose proportional peak concentration and AUC across escalating dose levels
sarcoma PDX models + BRD9 degradation was measured across dose levels in tumor tissues after 15 days of treatment
+ In 32 patients treated with CFT8634 at escalating dose levels at the time of the data cutoff date (08/29/2023), CFT8634 showed a manageable « CFT8634 has shown preliminary evidence of anti-tumor activity in patients with synovial sarcoma and SMARCB1-null tumors
safety profile in patients with pre-treated synovial sarcoma and SMARCB1-null tumors « Tumor regression was observed across multiple dose levels including an unconfirmed PR in a SMARCB1-null tumor patient
* Majority of AEs reported were considered mild to moderate in severity + At the time of data cutoff, 8 patients had stable disease as best response at 8 weeks per RECIST 1.1 criteria

* No clear dose dependent relationship to incidence/severity of TEAEs was observed

The Phase 1 dose escalation study is currently ongoing and an RP2D has not yet been identified
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